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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) 
SOURCE : 



CAPLUS COPYRIGHT 2004 ACS on STN 
2004:80465 CAPLUS 
140: 139471 

Preparation of of quinazol inone-like derivatives to 
treat cellular proliferative diseaBes 
Bergnes, Gustave; Smith, Whitney W . ; Yao, Bing,- 
Jr. ; MacDonald, Andrew 
USA 
64 pp. 
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LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO, 



Morgans, David J. , 
Optokinetics, Inc. 
PCT.Int. Appl . 
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Patent 
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KIND DATE 



APPLICATION NO. DATE 
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INFO 










US 2002-398224P 
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20020723 






OTHER SOURCE (S) 






MAR PAT 


140: 


139471 











The invention relates to quinazol inone-1 ike derivs. that are inhibitors of 
the mitotic kinesin KSP and are useful in the treatment of cellular 
proliferative diseases, for example cancer, hyperplasias, restenosis, 
cardiac hypertrophy, immune disorders and inflammation. Preparation of 

3- Benzyl -7 -chloro-2- l3-benzyl-2-oxohexahydropyrimidin-4 -yl) - 3H -quinazol in- 

4 - one is included. 
651J23-46-5F 

RL: RCT (Reactant) ,- SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of quinazol inone derivs. to treat cellular proliferative 

diseases) 
651323-46-5 CAPLUS 

Carbamic acid, [3 -amino-3- [7 -chloro-3 , 4 -dihydro- 4 -oxo-3 - (phenylmethyl) -2- 
quinazolinyl] propyl] -, 1 , 1 -dimethylethyl ester (9CI) (CA INDEX NAME) 



r 



NH2 

CH— CH 2 — CH2 NH 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR(S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE : 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2003:931177 CAPLUS 
140: 5063 

2- [l-(Imidazol-l-yl)alkyl] -3H-quinazol in-4-one 
derivatives, pharmaceutical compositions containing 
them, and methods of their use as KSP kinesin 
inhibitors for the treatment of cellular proliferative 

Feng, Bainian; Bergnes, Gustave; Morgans, David J. C. , 
Jr.; Dhanak, Dashyant,- Knight, Steven David; Darcy, 
Michael Gerard 

Cytokinetics , Inc., USA; Smithkline Beecham 

Corporation 

PCT Int. Appl., 97 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



2003097053 


Al 


20031127 




WO 2003-US14787 


20030508 
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Al 


20040422 




US 2003-435069 


20030508 







PRIORITY APPLN. 
OTHER SOURCE (S) : 



MAR PAT 140:5063 



US 2002-379531P 



20020509 




AB Compdfl. useful for treating cellular proliferative diseases and disorders 

by modulating the activity of KSP (kinesin-1 ike spindle protein) , and 
especially 

human KSP, are disclosed (no data). In particular, compds . I are claimed 
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[wherein: Rl = H, (un) subst ituted alkyl , aryl , aralkyl, heteroaryl, or 
heteroaralkyl ; R2 , R2 ' ■» H, (un) substituted alkyl, aryl, aralkyl, 
heteroaryl, or heteroaralkyl; or R2R2 ' - (un) substituted 3- to 7-membered 
ring; R5, R6, R7, R8 = H, (un) subst ituted alkyl or alkoxy, halo, OH, N02, 
cyano, dialkylamino, alkylsulfonyl , alkylsulfonamido, alkylthio, 
- carboxyalkyl , carboxamido, aminocarbonyl , (un) subst ituted aryl, aryloxy, 
heteroaryl, or heteroaryloxy; R9 » H, (un) subst ituted alkyl, aryl, 
aralkyl, or heteroaryl; RIO, R10', RU, Rll' = H, (un) substituted alkyl, 
aryl, or aralkyl; or R10 'Rll' = pi bond; including single and mixed 
stereoisomers and pharmaceutics lly acceptable salts and/or solvates] . 
Approx. 60 compds. I are described in examples. Compds. I having 
(R) -configuration at the stereogenic center bearing R2 are preferred for 
reasons of greater potency than the (S) -isomers. For instance, 
2- (l-amino-2-methylpropyl) -3-benzyl -7-chloro-3H-quinazolin-4 -one underwent 
a sequence of N-alkylation at amino with BrCH2CH (OMe) 2 and K2C03 (59%), 
amidation of the resultant secondary amine with PhCOCl and Et3N (54*) , and 
deprotection/cyclocondensation with NH40Ac in refluxing AcOH (23%) to give 
invention compd. II. Compds. I are said to be active against human 
ovarian cancer cells SKOV3 in vitro. ViBual inspection revealed that the 
compds. caused cell cycle arrest in the prometaphase stage of mitosis; DNA 
was condensed and spindle formation had initiated, but arrested cells 
uniformly displayed monopolar spindles, indicating that there was an 
inhibition of spindle pole body sepn. 

IT 336113-57-fi 336119-BB-l, 2 - ( 1 -Amino- 2 -methyl propyl ) -3 - 
benzyl -7-chloro-3H-quinazolin-4 -one 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(starting material; preparation of (imidazolylalkyl) quinazol inone derivs. 
KSP kinesin inhibitors for the treatment of cellular proliferative 
diseases) 

RN 336113-57-6 CAPLUS 

CN 4 (3H) -Quinazol inone, 2- [ (1R) -l-amino-2-methylpropyl) -7-chloro-3- 
(phenylmethyl) (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




336119-88-1 CAPLUS 

4 (3H) -Quinazol inone, 2- (l-amino-2-methylpropyl) -7-chloro-3- (phenylmethyl) - 
(9CI) {CA INDEX NAME) 
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RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 3 OF 5 CAPLUS COPYRIGHT 2004 ACS ( 



i STN 



ACCESSION NUMBER; 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE : 
LANGUAGE : 
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PATENT INFORMATION: 

PATENT NO. 



2003:678784 CAPLUS 
139:214481 

Syntheses of enantiomerically pure quinazolinones 
Bergnes, Gustav,- Ha, Edward; Yiannikourous , George; 
Kalaritis, Panos; Yonce, Brandon E. ; Welday, Kurt 
Alan, Jr. 

Cytokinetics, inc., USA; SmithKline Beecham corp. 

PCT Int. Appl., 59 pp. 

CODEN: PIXXD2 

Patent 

Engl ish 



KIND DATE 



APPLICATION NO. DATE 



WO 2003070701 
WO 2003070701 
WO 2003070701 
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US 2004067969 
PRIORITY APPLN. INFO. 



OTHER SOURCE (S) : 
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20031016 
20031218 

AT, AU, AZ, 

DE, DK, DM, 
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MA, MD, MG, 
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SK, TR, BF, 
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20040408 



WO 2003-US4713 
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US 2003-366828 
US 2002-357244P P 
US 2002-380746P P 



20030214 
2002021S 
20020514 



MAR PAT 139:214481 




AB The present invention provides intermediates, synthetic methods and novel 
quinazolinone (shown as I; e.g. (R) -N- {3 -am i nop ropy 1) -N- [1 - {3 -benzyl-7- 
chloro-4 -oxo-3 , 4-dihydroquinazolin-2 -yl) -2 -methylpropyl ] -4- 
methylbenzamide) compns • of matter, which are inhibitors of the mitotic 
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kinesin KSP (no data) and are useful in the treatment of cellular 
proliferative diseases, for example cancer, hyperplasias, restenosis, 
cardiac hypertrophy, immune disorders and inflammation (no data) ; only the 
compds., compns. of matter and synthetic methods are claimed. The method 
comprises contacting H02CCH(R2)NHX (R2 = oxaalkyl or (un) substituted 
alkyl, aryl, alkylaryl, heteroaryl, or alkylheteroaryl ; X = H, protecting 
group (e.g. Boc, CBZ, phthalide, allyloxycarbonyl , 2,2,2- 

trichloroethoxycarbonyl ) ; e.g. valine) with iso-Bu chloroformate followed 
by contacting the resulting product with (un) substituted 2-aminobenzoic 
acids to give I. Eight example prepna . of I are included. For example, 
(S) - [1- (3-benzyl -7-chloro-4~oxo-3,4-dihydroquinazolin-2-yl) -2- 
met hyl propyl ] carbamic acid tert-Bu ester was prepd. starting from 
N-Boc-L-valine and involving intermediates 2 - [ [2- [ (tert- 
butoxycarbonyl) amino) -L- 3 -methyl but yryl J amino] -4-chlorobenzoic acid, 
(S) - {1- (7-chloro-4-oxo-4H-benzofd] [ 1 , 3 ] oxazin-2 -yl ) -2- 

methylpropyl] carbamic acid tert-Bu ester, (S) - [1- [ t (2 -benzyl carbamoyl -5- 
chlorophenyl) imino] methyl] -2 -methylpropyl] carbamic acid tert-Bu ester (in 
mixt. with the final product). In the key step, to 2 - [ [2 - [ ( tert - 
butoxycarbonyl} amino] -L- 3 -methyl butyryl] amino] -4 -chlorobenzoic acid was 
added 13.2 mL (0.1 mol) of iso-Bu chloroformate over 15 min (internal 
temp. 5°) followed by the addn. of 11. 1 mL (0.1 mol) of anhyd. 
N-methylmorphol ine over 15 min at 0°; the mixt. was stirred for an 
addnl . hour at 0° to give (S) - (1- (7-chloro-4 -oxo- 4H- 

benzo[d] [1,3 ] oxazin-2 -yl) -2 -methylpropyl] carbamic acid tert-Bu ester. For 
I: Rl is H or (un) substituted alkyl, aryl, alkylaryl, heteroaryl, or 
alkylheteroaryl; R3 is H, oxaalkyl, R90-, R9NH- or (un) substituted alkyl, 
aryl, alkylaryl. heteroaryl, alkylheteroaryl, or oxaalkylaryl ; R4 is H or 

(un) substituted alkyl, aryl, alkylaryl, heteroaryl. or alkylheteroaryl; 
R5, R6, R7 and R8 " H, hydroxy, (un) substituted alkyl, alkoxy, halogen, 
fluoroalkyl, nitro, cyano, amino, alkylamino, dialkylamino, alkylsulfonyl , 
alkylsulfonamido, sulf onamidoalkyl , sulf onamidoaryl , alkylthio, 
carboxyalkyl , carboxamido, aminocarbonyl , aryl or heteroaryl; and R9 is 

(un) substituted alkyl, aryl, alkylaryl, heteroaryl, or alkylheteroaryl. 
The compns. of matter comprise I and detectable amts. of £1 
unreacted starting materials and/or a cyclo-dehydration reagent; they are 
claimed, presumably because it is important to monitor the purity of 
pharmaceutical compds. for the presence of such materials, which presence 
comprises a way of detecting use of a process of the invention. 
336119-88-1P, 2- (1 -Amino -2 -methylpropyl) -3 -benzyl -7 -chloro-3H- 
quinazolin-4-one 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

{resolution; syntheses of enantiomerically pure quinazolinones) 
336119-68-1 CAPLUS 

4 (3H) -Quinazol inone, 2- [ 1 -amino-2 -methylpropyl ) -7-chloro-3- (phenylmethyl ) - 
(9CI) (CA INDEX NAME) 




336113-57-6P, (R) -2- (1-Amin 
quinazolin-4 -one 



-2 -methylpropyl ) -3 -benzyl -7-chloro-3H- 
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RL: PUR (Purification or recovery); RCT (Reactant); SPN (Synthetii 
preparation); PREP (Preparation); RACT (Reactant or reagent) 
(syntheses of enantiomerically pure quinazolinones) 

RN 336113-57-6 CAPLUS 

CN 4 (3H) -Quinazolinone, 2- [ (1R) -1 -amino- 2 -methylpropyl J -7-chloro-3- 
( phenyl methyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 33«113-5B-7P, (S) -2 -( 1 -Amino-2 -methylpropyl ) -3 -benzyl-7-chloro-3H- 
quinazolin-4 -one 5B7881-26-3P, 2- (l-Amino-2 -methylpropyl) -3- 
benzyl-7-chloro-3H-quinazolin-4 -one hydrochloride 

RL: RCT (Reactant); SPN (Synthetic preparation),- PREP (Preparation); RACT 
(Reactant or reagent) 

(syntheses of enantiomerically pure quinazolinones) 
RN 336113-58-7 CAPLUS 

CN 4 (3H) -Quinazolinone, 2- ( (IS) -1 -amino -2 -methylpropyl} -7-chloro-3- 
{phenyl methyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




587881-26-3 CAPLUS 

4(3H) -Quinazolinone, 2 -( 1 -amino-2 -methylpropyl ) -7-chloro-3- (phenylmethyl) - 
, hydrochloride (9CI) (CA INDEX NAME) 
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2001:935583 CAPLUS 
136:53759 

Preparation of N-acylquinazol inonealkylamines as KSP 
kinesin inhibitors 

Bergnes, Gustav; Feng, Bainian; 
Chabala, John C. ; Morgans, David 
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R II 



AB R1CR2R2'NRR4 [I; R » H, COR3 , S02R3 ' , CH2R3 ' ' ; Rl = (un) substituted 

3, 4 -dihydro-4 -oxoquinazolin-2 -yl ,- R2,R2* - H, (oxa)alkyl, (hetero) aryl , 
etc.; R3 = H , alkyl, alkoxy, (hetero) aryl , etc.; R3',R4 = H, alkyl, 

(hetero)aryl , etc.; R3 ' ' » alkyl, (hetero) aryl , etc.] were prepared Thua, 
2- (H2N) C6H4C02H was amidated by PrCOCl and the cyclized product 
cyclocondensed with PhCH2NH2 to give, after bromination, quinazolinone II 

(R - Br) which was converted in 2 steps to II [R = N(COC6H4F- 
4) CH2CH2NMe2] . Data for biol. activity of I were given. 
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RL; PAC (Pharmacological activity) ; SPN (Synthetic preparation) ,- THU 
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Absolute stereochemistry. 
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Absolute stereochemistry. 
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RN 336113 56-5 CAPLUS 

CN 4 (3H) -Quinazol inone, 2 - [ (IS) - 1 -aminopropyl ] -7-chloro-3- (phenyl methyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



AB Quinazol inonea (I) [wherein Rl » H, alkyl, (hetero) aryl , or 

(tin) substituted alkyl (hetero) aryl ,- R2 and R2a = independently H or 

(un) substituted (oxa)alkyl, (hetero) aryl , or alkyl (hetero) aryl ; Y - 

NR4COR3, NR4S02R3a, NR4CH2R3b, or NHR4 ; R3 <• H, oxaalkyl, or 

(un) substituted alkyl, (hetero) aryl , alkyl (hetero) aryl , oxaalkylaryl , 

ether, or amino; R3a - H or (un) substituted alkyl, (hetero) aryl , 

alkyl (hetero) aryl, or amino,- R3b - (un) substituted alkyl, (hetero) aryl , or 

alkyl (hetero) aryl; R4 = H or (un) subst ituted alkyl, (hetero) aryl , 

alkyl (hetero) aryl, or alkylene; R5-R8 = independently H, ( fluoro) alkyl , 

alkoxy, halo, N02, dialkylamino, alkylsul fonyl , alkylsulf onamido (alkyl or 

aryl), alkylthio, carboxyalkyl , carboxamido, aminoca rbonyl , or 

(hetero) aryl] were prepared by conventional and solid phase combinatorial 

synthetic methods as KSP kinesin inhibitors for treatment of cellular 

proliferative diseases. For example, II was synthesized in a 6 -step 

sequence involving (1) amidation of anthranilic acid with butyryl chloride 

(65%), (2) cyclization to give 2 -propyl - 3 , 1 - I4H] benzoxazin-4 -one (62%), 

(3) treatment with PhCH2NH2 to give 2-propyl -3 -benzyl quinazol in-4-one 

(67%), bromination (92%), addition of N, N-dimethylethylenediamine (55%), and 

(6) amidation with p- f luorobenzoyl chloride (65%). I are useful for 

treating cancer, hyperplasia, restenosis, cardiac hypertrophy, immune 

disorders, and inflammation (no data). Methods of screening for compds . 

that will bind to a KSP kinesin or are modulators of KSP kinesin activity 

are also disclosed. 

IT 336113-55-4P 336113-56-5P 336113 -57 -6P 
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RL: BAC (Biological activity or effector, except adverse) ,- BSU (Biological 
study, unclassified) ; SPN' (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of quinazol inone KSP kinesin modulators via conventional and 
solid phase combinatorial synthetic methods) 
RN 336113-55-4 CAPLUS 

CN 4 (3H) -Quinazol inone, 2- [ (1R) - 1 -aminopropyl] -7-chloro-3- (phenylmethyl) - 
(9CI) (CA INDEX NAME)' 

Absolute stereochemistry . 
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4 (3H) -Quinazol inone, 2- [ (1R) -1 -amino-2-methylpropyll -7-chloro-3- 
(phenylmethyl) - (9CI) (CA INDEX NAME) 

lute stereochemistry. 




RN 336113-58-7 CAPLUS 

CN 4 (3H) -Quinazol inone, 2- [ (IS) -1 -amino-2 -methyl propyl] -7-chloro-3- 
( phenylmethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 336119-67 -OP 336119-69-1P 

RL: PUR (Purification or recovery); RCT (Reaccant); PREP (Preparation); 
RACT (Reactant or reagent) 

(preparation of quinazol inane KSP kinesin modulators via conventional and 
solid phase combinatorial synthetic methods) 
RN 336119-87-0 CAPLUS 

CN 4 (3H) -Quinazol inone, 2- (1-aminopropyl) -7-chloro-3- ( phenyl me thy 1 ) - (9CI) 
(CA INDEX NAME) 



RN 336119-88-1 CAPLUS 

CN 4 (3H) -Quinazol inone, 2- (l-amino-2- methyl propyl ) -7-chloro-3- (phenylmethyl ) - 
(9CI) (CA INDEX NAME) 



NH 2 




O 



NH2 



CI. 




o 



REFERENCE COUNT : 



7 



THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



